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Amendments to the Claims: 

This listing of claims will replace all prior versions, and listings, of claims in the application: 

1. (Currently amended) A method of treating or ameliorating hypertension in an animal, 
including a human, comprising administering an effective amoxmt of (A) a compound of the 
formula I: 

Het-Y (I) 

wherein: 

a. Het is a five membered heterocycle having one ring nitrogen and one ring oxygen, 
wherein said Het is an isoxazole and is not a dihydro or tetrahydro analog thereof; 

b. Het can be substituted on carbon atoms with 

1. one or more substituents independently selected from hydrogen, acylamino, acyloxyalkyl, 
alkanoyl, alkanoylalkyl, alkenyl, alkoxy, alkoxycarbonyl, alkoxycarbonylalkyl, alkyl, 
alkylamino, (Ci-C3)alkylenedioxy, allyl, amino, co-alkylenesulfonic acid, carbamoyl, carboxy, 
carboxyalkyl (which alkyl can be substituted with alkyloxyimino), cycloalkyl, dialkylamino, 
halo, hydroxy, (C2-C6)hydroxyalkyl, mercapto, nitro, sulfamoyl, sulfonic acid, alkylthio, 
alkylsulfonyl, alkylsulfinyl, alkylsulfonamido, and t rifluoromethv K morpholin 4 vK 4 f C s-ef 
€4 ^]arylpip e ridin 1 y 1, 4 [C ^ or C^^Jcuylpiporazin 1 yl, thiomorpholin 4 yl, piperidin 1 - yl, Ar* 
(wh e rein, consistent with th e rul e s of aromaticity, Ar'^' is or C^ ^ aryl or a 5 or 6 m e mb e r e d 
h e t e roaryl ring, wherein th e 6 m e mbered h e t e roar>1 ring contains on e to thr ee atoms of N, and 
th e 5 m e mbered h e t e roaryl ring contains from one to thre e atoms of N or on e atom of O or S and 
zero to two atoms of N, e ach h e t e roaryl ring can b e optionally fused to a substitut e d benz e n e , 
pyridine, pyrimidin e , pyridazine, pyrazine, or (l,2,3)triazin e (wher e in th e ring fusion is at a 
carbon carbon double bond of Hot)] , Ai^ alkyl, Ar* O, Ar'^'SOa , i^r^'SO , Ar'^S , Ar*S0^ >Bi-7 
Ar'^m, (N Ar'>')(N aUcyl)N , Ai'^CiO) , Ar*C(0)>ffi , Ar'^NH C(0) , and (N Ar*)(>J allcyl)N 
€(©)-; or 

2. two adjacent substitutions together with their ring carbons form a fused Ce or Cio aryl 
ring which aryl ring can be substituted as set forth below; or 
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3. two adjacent substitutions together with their ring carbons form a C5-C7 fused cycloalkyl 
ring having up to two double bonds including any fused double bond of the Het group, which 
cycloalkyl ring can be substituted by one or more of the group consisting of alkyl, 
alkoxycarbonyl, amino, aminocarbonyl, carboxy, fluoro, or 0x0; or 

4. two adjacent substitutions together with their ring carbons form a fused 5- or 6- 
membered heteroaryl ring, wherein the 6-membered heteroaryl ring contains one to three atoms 
of N, and the 5-membered heteroaryl ring contains from one to three atoms of N or one atom of 
O or S and zero to two atoms of N; or 

5. two adjacent substitutions together with their ring carbons form a fused five to eight 
membered fused heterocycle, wherein the ring fusion is at a carbon-carbon bond of Het, wherein 
the fused heterocycle consists of ring atoms selected from the group consisting of carbon, 
nitrogen, oxygen, sulfur, or S(0)n, wherein S(0)n is 1 or 2; and 

c. Het can be substituted on the ring nitrogen atoms atoms with 

is hydrog e n, allcyl, alkoxycorbonylallcyl , Ar''', Ar^alkyl , Ar'^C(0)allcyl , ArS*(0)allcyl , 

Ar'*'S(0)aaUcyl , so long as th e ring nitrogen atoms ar e not quatemiz e d ; 
L amino; or 

^7 2. at most one nitrogen with oxido (-0 ) to form an N-oxide; and 

d. Y is substituted on a ring carbon adjacent to the ring nitrogen and is hydrogen; 
wherein aryl or Ar'*' in addition to any substitutions sp e cifically not e d can b e substitut e d 

with one or mor e substituents select e d from th e group of aoylamino, aoyloxyalkyl, alkanoyl, 
alkanoylalkyl, alk e nyl, alkoxy, alkoxycarbonyl, alkoxycarbonylallcyl, alkyl, alkylamino, (€4 .- 
€ ^)alkylenodioxy, alkylsulfonyl, alkylsulfinyl, co alkyl e n e sulfonio acid, allcylthio, allyl, amino, 
Ar'''C(0) , Ar*C(0)NH , carboxy, oarboxyalkyl, cycloalkyl, dialkylamino, halo, trifluoromethyl, 



yl, Ar^O , Ar* , Ar* alkyl , sulfamoyl, sulfonic acid, 1 pyrrolidinyl, 4- [C6 -ef-G4 o]arylpiperidii] 

1 yl and 4 [ C^ -ef^-t ^jarylpip e razin 1 yl ; and 

wherein h eterocvcles except those of Het or Ar*, can be substituted with, in addition to 
substitutions specifically noted, one or more substituents selected from acylamino, alkanoyl, 
alkoxy, alkoxycarbonyl, alkoxycarbonylalkyl, alkyl, alkylamino, alkylsulfonyl, alkylsulfinyl, 
alkylthio, amino, Ar*C(0)-, Ar*0-, Ar*-, Ar*-alkyl, wherein, consistent with the rules of 
aromaticitv, Ar* is or C m aryl or a 5- or 6-membered heteroaryl ring, wherein the 6- 




t'€6 )hydroxyalkyl, m e rcapto, nitro, morpholin 4 yl, thiomorpholin 4 yl, piperidin 1 
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membered heteroarvl ring contains one to three atoms of N, and the 5-membered heteroarvl ring 
contains from one to three atoms of N or one atom of O or S and zero to two atoms of N. each 
heteroarvl ring can be optionally fixsed to a substituted benzene, pyridine, pyrimidine. pvridazine. 
pyrazine. or (L23)triazine (wherein the ring fusion is at a carbon-carbon double bond of Het) , 
carboxy, dialkylamino, fluoro, fluoroalkyl, difluoroalkyl, hydroxy, mercapto, 4-[C6 or 
Cio]arylpiperidin-l-yl, 4-[C6 or Cio]arylpiperazin-l-yl, (Ci-C3)alkylenedioxy, oxo, sulfamoyl, 
and trifluoromethyl; and 

aryl or Ar* in addition to any substitutions specifically noted can be substituted with one 
or more substituents selected from the group of acylamino, acyloxyalkyl alkanoyl, 
alkanoylalkyL alkenvl alkoxy, alkoxycarbonyl alkoxycarbonylalkyL alkyl, alkylamino, (Cv- 
COalkylenedioxy, alkylsulfonvU alkylsulfmvl co-alkylenesulfonic acid, alkylthio, allvl amino. 
Ar*C(0)-, Ar*C(0)NH-, carboxy, carboxyalkyl, cycloalkyl, dialkylamino, halo, trifluoromethyl, 
hydroxy, (C2-Cfi)hydroxyalkyl, mercapto, nitro, morpholin-4-yl, thiomorpholin-4-yl, piperidin-1- 
yl, Ar*0-, Ar*-, Ar*-alkyl-, sulfamoyl, sulfonic acid, 1-pyrrolidinyl, 4-[Cfi or C in ]arylpiperidin- 
1-yl and 4-[ Q or C in 1arylpiperazin-l-yl-: 

or a pharmaceutically acceptable salt of said compounds. 

2. (Previously presented) The method of claim 1, wherein Het is a five membered heterocycle 
having one ring nitrogen and one ring oxygen, wherein said Het is an unsubstituted isoxazole or 
a pharmaceutically acceptable salt thereof 

3. (Currently amended) The method of claim 1, wherein Het-Y is 




Q 



n 



wherein G, and M, are selected from the group consisting of C-R^-and C-R* ; 
Qis O, 
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b. wherein or are 

(1) independently selected from hydrogen, acylamino, ureido, thioureido, acyloxyalkyl, 
alkanoyl, alkanoylalkyl, alkenyl, alkoxy, alkoxycarbonyl, alkoxycarbonylalkyl, alkyl, 
alkylamino, (Ci-C3)alkylenedioxy, allyl, amino, co-alkylenesulfonic acid, carbamoyl, carboxy, 
carboxyalkyl (which alkyl can be substituted with alkyloxyimino), cycloalkyl, dialkylamino, 
halo, hydroxy, (C2-C6)hydroxyalkyl, mercapto, nitro, sulfamoyl, sulfonic acid, alkylthio, 
alkylsulfonyl, alkylsulfinyl, alkylsulfonamido, trifluoromethyl , morpholin 4 yl, 4 [C^ -eF 
€4 o]Qrylpiporidin 1 yl, 4 [Q -ef-€4 o]Qrylpip e razin 1 yl, thiomorpholin 4 yl, pip e ridin 1 yl, Ar*, 
Ar'*' aUcyl, .\r* O, Ai^SO^ , Ar*SO , Ar^'S , Ar^SOJ^JH , Ar*NH, (N Ai^)(N allcyl)N , 
Ar*C(0) , .\r-^C(0)>M , Ar*NH C(0) , and (N Ax^)(bi alkyl)N C(0) ; 

(2) and R^ where adjacent, together with their ring carbons form a C5-C7 fused cycloalkyl 
ring having up to two double bonds including the fused double bond of the Het group, which 
cycloalkyl ring can be substituted by one or more of the group consisting of alkyl-, 
alkoxycarbonyl-, amino-, aminocarbonyl-, carboxy-, fluoro-, or oxo-substituents, except in the 
case of alkyl, alkoxycarbonyl, and fluoro substituents, which can be located on the same or 
different carbon atoms; 

(3) R^ and R* where adjacent, together with their ring carbons form a fused Ce or Cio aryl 

ring; 

(4) R^ and R' where adjacent, together with their ring carbons form a fused five to eight 
membered fused heterocycle, wherein the ring fusion is at a carbon-carbon bond of Het, wherein 
the fiised heterocycle consists of ring atoms selected from the group consisting of carbon, 
nitrogen, oxygen, sulfur, or S(0)n, wherein S(0)n is 1 or 2; or 

(5) R^ and R* where adjacent, together with their ring carbons form a fused 5- or 6-membered 
heteroaryl ring containing at least one and up to three atoms of N for the 6-membered fused 
heteroaryl rings and from one to three atoms of N or one atom of O or S and zero to two atoms of 
N for the 5-membered fused heteroaryl rings. 

4. (canceled) 

5. (Previously presented) The method of claim 3, wherein Het-Y is 
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wherein G is C-R^; 
M is C-R'; and 
Qis O, S,orN-R^. 

6.-10. (canceled) 

1 1 . (Currently amended) The method of claim 5, wherein R' is hydrogen and R*" is amino, Af*, 
acylamino, ureido, or thoureido thioureido . 
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